EXHIBIT 1 



Curriculum vitae 



Name: Yasumichi Hitoshi, MD. Ph.D. 

Born: November 21, 1961. Kumamo to, Japan 

Citizenship: Japan 



Present Position: Associate director, Project leader 
Present address: Department of Cell Biology 

Rigel pharmaceutical Inc., 

240 East grand avenue, 

CA 94081 

U.S. A. 

Telephone: 650-624-1128 
Facsimile: 650-624-1101 
E-mail: yhitoshi@rigel.com 

Professional experience: 

2002.7-present Associate director, Project leader 

Department of Department of Cell Biology, 

Rigel pharmaceutical Inc. 
Research: 

2002. 1 -2002.7 Group leader. Project leader 

Department of Department of Cell Biology, 

Rigel pharmaceutical hic. 

Research: 



1998.12-2001.12 Senior scientist. Project leader 

Department of Department of Cell Biology, 
Rigel pharmaceutical Inc. 

Research: Identification of proteins and peptides that play an important role 
in cell cycle regulation of specific tumor cells using retroviral 
functional screens. 



1998.2- 1998.12 

1995.3- 1998.2 
1992.1-1995.3 



1991.4-1991.12 



Education: 

Medical School 

1981-1987 

Graduate School 

1987-1991 



Senior scientist 
Department of Department of Cell Biology, 
Rigel pharmaceutical Inc. 

Research: Characterization of a membrane receptor, Toso, which inhibit 
TNF receptor family-induced apoptosis. 

Postdoctoral Fellow 
Department of Molecular Pharmacology, Stanford University. 
Research: Analysis of signaling pathway using high titer retrovirus. 
Scientific Advisor: Assistant Professor Garry P. Nolan 

Postgraduate Research Associate 

Department of Immunology, 

The Institute of Medical Science, 

The University of Tokyo. 

Scientific Advisor: Professor Kiyoshi Takatsu 

Research: Cellular mechanism of development of a retrovirus- 
induced immunodeficiency syndrome (MAIDS) 

Postgraduate Research Associate 

Department of Biology, 

The Institute for Medical Immunology, 

Kumamoto University Medical School. 

Scientific Advisor: Professor Kiyoshi Takatsu 

Research: Signal transduction through IL-5 receptor and 
involvement of Xid defect in the receptor system. 



Kumamoto University Medical School 



Department of Biology, 

The Institute for Medical Science, 

Kumamoto University Medical School 

Research: Immunologv 

Scientific Advisor: Professor Kiyoshi Takatsu 



# 



Thesis Dissertation : Role of interleukin 5 and its receptor in the immune system. 



Membership of learned societies: 

Japanese Society of Immunology 
Japanese Cancer Association 



Honors and Fellowships 

Special Fellow of The Japanese Ministry of Education, Culture and Science, 
April 1990-Marchl991. 

The Uehara Memorial Foundation Fellowship, April 1995-March 1996. 
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Dear Sir 



1. Yasumichi Hitoshi, MD., PkD, declare and say I am a resident of tiie U.S A» My 
residence address is 331 Callippe Court, Brisbane, CA 94005. 



2. I hold a M.D. degree, vMzh I received from Kumamoto University Medical School 
in 19S7. I fblher hold a PhJ). degree which I received from Kumamo University Medical School 
in 199L I am an expert in the fields of oncology research, retroviral technology, and cell cycle 
regulation. Acopyofmy curriculum vitae is attached as Exhibit I. 

3. I am cuixently hold the position of Associate Director at Rigcl PharmaceuiicaU, Inc. 

4. I have read both the specificationof U.S. patent application serial no. 09/S09,196(&e 
'196 plication) and the Office Action dated November 5, 2002 issued by the Examinerin^ same 
patent ^pUcadon. 



FEB. 3.2003 5:30PM AlGEL INC 650 624 1 1 01 



NO. 566 P. 3 



At^Dke.No.:iaCE012 
USSN; aft/509,19< 

5. Iimderstandthatfhepeadii^^ a polynucleotide encoding the 
protein 2.2412, vMck is now refetred to in the literature as Tankyrase2 or TaHo (Tan kyrase 
Hranolog), as well as vectors and host cells containing this polynucleotide, and use of this 
polynucleotide to produce the encoded 2,2412 proteixL 

6. I understand that the Patent Office has rejected all pending claims on the basis that 
the utility asserted in the U 96 application is not credible. I forther understand that the asserted 
utility disputedby the Patent Office is the use of2.2412-«ncodingpolynuclcotide or 2.2412 protein 
asatumorouuker. 

RCY^CTT fffthffJJ^^ Application 

7. The ^196 application sets out the following statements (page and line numbers in 
brackets refer to the specific parts of the ^196 application:: 

a) 2«2412 protein is an effector protein for die Grb7 family of signallixig 
proteins (a protein that specifically binds to a signaling protein to &cil}tate a 
signal transduction cascade) 

i) 2.2412 protein specifically binds Grbl4 and spedflcally binds Grb7 
(page 10, line 26 to page 1 1, lixie 32) 

ii) binding of 2^412 protein to Grbl4 requires the N-termlnal region of 
Grbl4» which contains highly conserved proUne-rich motif thou^t to 
mediates interaetion of tibie Grb7 £unily of proteins with thetr effectors 
(page 11, lines 29-32) 

ill) 2«2412 contains multiple ankyrin repeats^ which are known to have a 
role in protein-protein interactions (page 9, lines 25-34) 
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b) Grb7 family members arc sigxial transdaction molecules tliat exhibit 
differential expression in certain homan cancers (particularly breast 
cancer) (page S, lines 13-15). Specifically, at the time of filing 

i) Ozb7 family members were known to be associated with oesophageal 
cardnoma,^ primary gastric cancer,^ and breast cancer.^ 

ii) Grbl4 was known to be differentially expressed in breast cancer"^ 

iii) Grb7 was known to be differentially expressed in breast cancer^ 

$. Given that 2^12 specifically binds Grbl4 and specificaUy binds Gxb7, each ^ch 
were known at the time the applicatioawas filed (Septombcr23, 1 997) to be differentially expressed 
in cancer cells compared to normal cells; it is reasonable to conclude that efifectois for fliese proteins 
such as 2.2412 will also be differentially expressed (spedficationpage 5, lines 13-16), 

9. In my opinion, the '196 ^plication sets out a credible association of 2,2412 
e:q)ression and human cancers. 

10. Ibis assodationof 2.2412 cxpicssionwithhumancanc^sbas been fiirthersupported 
in at least two publications. Specifically, 2.2412 (also known as TankyrBse2^ has been reported 
to be a tumospecific antigen as evidenced by detection of anti-Tankyeras^ antibodies in sera of 
breast cancer patients^ and in sera of patients having meningioma,' 



^ Taoaka et al. 1997 Cancer Res* 57:29-3 L 
^ Kishi et al 1997 Biochem Biq)hys. Res. Cammn. 232:5-9. 
^ Stein et aL 1994 EMBO J 13:1331-40, 
^ Dflfy et al. 199€ L Biol Chem 271:125aM0, 
^ Steia et al. 1994 EMBO J 13:1331-40 
* Lyons et al. 2001 J- BioL Chem. 276:17172-S0. 
,^ ^ Kuxmov et al., 2001 Genes Inunm 2:52-5. 
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11. In summary, after leviewing the ^196 application, it is my opinion tiiat a person 
having oidindty skiU jre&ding the ' 196 application at the time the application was filed (Sqptember 
23, 1997) would find the assertion that 2^12 CTanlcyrase2) is a tumor marker to be credible in 
view of the disclosure in the specification as set out above< 

Additiftnal Data Confirming the Uac of 2,2412 as a Tumor Marker 

12. In my position at Rigel Pharmaceuticals^ Inc., I have directed o&crs and personally 
p^zmed r^earchto examineihe expressionof 2^412 (also lefeaedto as Tankyrase2 or Tankytase 
Homologue (TaHo)) in both nonnal and cancerous human cells. 

13. Expression of 2.2412 was exanuned usuog a Taqman Assay. Matched tumor and 
nomial cDNA^fiomlungandbreastti5Sue^vere obtainedfiomtwo difiTerentsources: BloChainlnc. 
and Clontech (clinical histories of Qontedi cDNAs were not available). Location of the primers 
within the 2.2412 (TaHo) sequence are indicated as bolded and underiined sequences in Exhibit 2. 
In addition, the TaHo sequoice was aligned with Hit Tankyrase sequence in order to demonstrate 
the specificity of the Taqman analysis using these primers for Tankyrase homologue. Analysis was 
done in triplicate and standard errors for normal and tumor tissue were determined. Expressionlcvcis 
m &e matched samples were normalized to Ribosomal Protein S9 (S9) and the 23kD Ifighly Basic 
Protein (HBP). 

14. The results of these studies are shown inExhibit 3. As shown in the graphs. 2.2412 
is cxpressedat sigmficanHy higher levels in two types of lung cancer (brondnoalveolarcardnomaand 
large cell carcinoma) relative to nomud lung tissue. 2.2412 is also ejqpressed at significantly h i g he r 
levels in three types of breast cancer (invasive ductal carcinoma, ijitraductal carcinoma and mvasive 
lobular carcinoma) compare to normal breast tissue. 
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15. These data further support the assertion in the ^196 application that the 22412 
protein and its encoding polynucleotide are iiseful as a tumor marker. 

16. thereby declare that aU statements made herein of my o^Imo^^vledge arc 

that all statements made on information and belief are believed to be true; and further that these 
statements were made with the knowledge that willful &lse statements and the like so made are 
punishable by fineor imprisonment^or both, under Section 1001 ofTitleXVin of the United States 
Code, and that such will false statements may jeopardize the validly of the application or any 
patent issuing thereon. 



Attachments: 

Exhibit 1 : Curriculum vitae of Dr. Yasumichi Hitoshi 

Exhibit 2: Primers used in expression analysis of 2^12 

£}diibit 3: Graphs showing escpression of 2.2412 in normal and cancerous human cells 
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